Non-specific X linked mental retardation (MRX) is mental retardation in persons of normal physical appearance who have no recognisable features apart from a characteristic pedigree. Review of published reports shows that there is clinical variability in the degree of mental retardation within families and genetic heterogeneity, based on gene localisation, between families. We propose a classification based on genetic localisation and a set of minimal clinical features that should be recorded in the hope ofidentifying possible specific phenotypes.
non-specific XLMR to be reclassified as fragile X syndrome. However, it has been increasingly recognised that XLMR without conspicuous somatic manifestations may be equally or more common than the fragile X syndrome.
Non-specific X linked mental retardation (MRX) may be defined as non-progressive intellectual handicap segregating in an X linked manner without any consistent somatic or diagnostic features. The first name given to this entity was 37 39 Families must be of sufficient size to localise the MRX gene using that family alone. Lod scores cannot be added among families because of genetic heterogeneity and the absence of diagnostic clinical features.
Gene localisation in X linked disorders entails the estimation of recombination frequencies using markers spread along the X chromosome. A lod score of +2 or greater represents a significant result for establishment of linkage to a particular X linked marker locus when recombinants are detected using markers spread atong the remainder of the X chromosome.40 Boundaries to any unambiguous gene localisation based on a single family can be defined by the physical location of the closest informative flanking markers with which there is recombination. Proops et al.35 In this family, a lod score of 2-62 at a recombination frequency of 0 05 was found with DXS85 which localises to Xp22.2-p22.3. This locus can be designated MRX2. The proximal limit to the localisation for MRX2 was not defined by recombination close to the MRX2 gene. The closest marker with negative lods was DXYSI at Xq2l.31. Family 1 of Arvelier et a137 requires re-examination using markers in the Xp21 region in order to detect a recombination point defining a proximal boundary to MRX2.
Gedeon et a139 have reported localisation of MRX3 to Xq28-qter, distal to the fragile site at Xq27.3 and DXS304 at Xq28. The maximum lod score was 2-89 with DXS52 (Stl4) at a recombination frequency of 0. A recombinant was observed at DXS304 (U6.2) defining the proximal limit for this regional localisation on Xq28. 
